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DECLARATION UNDER 37 C.F.R 6 1.132 
I, Terrill McClanahan, hereby declare as follows: 

1 . I received a PhD degree in Biological Chemistry from the University of California, 
Los Angeles, California, in 1986, I have extensive experience in the area of molecular 
biology, as evidenced by my attached Curriculum Vitae. 

2. I am currently employed by DNAX Research Institute (DNAX), a subsidiary of 
Schering-Plough Corporation, as a Senior Staff Scientist. 

3. As a DNAX employee, I have performed experiments relating to DNAX Toll-like 
Receptor 6 (DTLR6), which is known in the public nomenclature as Toll-Like Receptor 7 
(TLR7). I am submitting the below data to demonstrate that TLR7 expression is elevated in 
immunological disorders, such as psoriasis and atopic dermatitis. 

4. The purpose of these experiments was to determine TLR7 expression levels in skin 
samples from patients afflicted with psoriasis and atopic dermatitis. All tissues were 
screened in-house by consulting pathologists. Staging diagnoses were confirmed. Real-time 
quantitative PCR values were normalized to ubiquitin. Kruskal-Wallis statistical analysis 
was performed on log transformed data (median method). ^ 

5. The human inflammatory 'skin disease panel included normal skin, and non-lesional 
and lesional skin from both psoriasis and atopic dermatitis patients. The first panel included 
35 normal skin samples, 24 non-lesional psoriasis skin samples, 25 lesional psoriasis skin 
samples, 30 non-lesional atopic dermatitis skin samples and 30 lesional atopic dermatitis skin 
samples. Two 4mm punch biopsies were taken from each patient. Total RNA was isolated 
and real-time PCR was performed using standard methods. 

6. All non-lesional and lesional patient samples were ranked by severity using either the 
PASI (Psoriasis Area and Severity Index) score or EASI (Eczema Area and Severity Index) 
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score. For psoriasis patients, the PASI scores were in the range of 9 to 20.75. For atopic 
dermatitis patients, the EASI scores were in the range of 1.85 to 35.95. These scores 
reflected the extent and severity of disease over the patient's body. Real time quantitative 
PCR values were normalized to ubiqutin. Kruskal-Wallis statistical analysis was performed 
on log transformed data (median method). 

7. The normal skin tissue samples (n = 35) had an average TLR7 expression value of 

> I 3.63, while the psoriasis non-lesional, psoriasis lesional, atopic dermatitis non-lesional, and 

: ' atopic dermatitis lesional skin tissue samples had average TLR7 expression values of 5.85 (a 

1.6 fold increase), 10.12 (a 2.8 fold increase), 5.41 (a 1.4 fold increase) and 5.42 (a 1.4 fold 
increase), respectively. Kruskal-Wallis median analysis on log-transformed data showed 
significant elevation in both non-lesional and lesional psoriasis, with P values of less than 
0.01 and less than 0.001 , respectively. TLR7 expression was elevated in the non-lesional 
atopic dermatitis samples, with a P value of less than 0.05, and not statistically elevated in the 
lesional atopic dermatitis samples. 

8. The above experimental results demonstrate that TLR7 expression is elevated in 
psoriasis and atopic dermatitis skin samples compared to normal skin samples and points to 

; the usefulness of TLR7 nucleotide sequences in the diagnosis of psoriasis and atopic 

dermatitis. 

i 

I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment or both under 18 U.S.C. § 1001 and that such 

j willful false statements may jeopardize the validity of the application and any patent issued 

j thereon. 

Terrill McClanahan 
Date 



, .i 
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Curriculum Vitae 



Terrill Ann Klooster McClanahan 



Birthdate: April 26, 1 960 

Birthplace: Escondido, California 

Education: Pacific Union College 
B. S. Chemistry 



Angwin, California 
June 1981 



Honors: 



University of California Los Angeles, California 

Ph. D. Biological Chemistry December 1986 

Vernon Winn Chemistry Award 
Pacific Union College, 1981 



Research Support: 



NIH/NRSA Cell and Molecular Biology pre-doctoral training 
grant GM 07185-08 9-1-81 to 8-31-84 (3 yr. award) 

NIH/NRSA Genetics post-doctoral research fellowship award 
GM 11877-01 9-1-87 to 5-1-89 (3 yr. award) 



Research and/or Professional Experience: 



9/81-1 1/86 Graduate Student 

DNA-damage responsive genes in S. cerevisiae 
Laboratory of Dr. Kevin McEntee 
UCLA Medical School, Dept. of Biol. Chemistry 
Los Angeles, California 

1/87-5/89 Postdoctoral Fellow 

Growth-regulated expression of the human 
HSP70 gene 

Laboratory of Dr. Richard Morimoto 
Department of Molecular and Cell Biology 
Northwestern University 
Evanston, Illinois 

5/89-2/92 Postdoctoral Fellow 

Gene Expression of Hematopoietic Development 
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Laboratory of Dr. Frank Lee 
DNAX Research Institute 
Palo Alto, California 

2/92-5/94 Senior Research Associate 

Strategies for Cloning Novel Genes Involved in 
Hematopoietic Lineage Commitment 
Laboratory of Dr. Frank Lee 
DNAX Research Institute 
Palo Alto, California 

5/94.7/96 Senior Research Associate 

Group Leader, Novel Cloning Group 
Supervisor: Dr. Gerard Zurawski 
DNAX Research Institute 
Palo Alto, California 

7/96-9/00 - Staff Scientist 

Group Leader, Novel Cloning Group 
Supervisor: Dr. Gerard Zurawski 
DNAX Research Institute 
Palo Alto, California 

9/00- 12/00 Senior Staff Scientist 

Group Leader, Novel Cloning Group 
Supervisor: Dr. Gerard Zurawski 
DNAX Research Institute 
Palo Alto, California 

1 /0 1 -present Senior Staff Scientist 

Group Leader, Molecular Pathology Team 
Supervisor: Dr. Robert Fick 
DNAX Research Institute 
Palo Alto, California 
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Publications 

Coty, W.A., T. A. Klooster, R. E. Griest, and J. A. Profita. 1983. Resolution of the 
effects of sulfhydryl-blocking reagents on hormone- and DNA-binding activities of the 
chick oviduct progesterone receptor. Arch. Biochem, Biophys. 225, 748-757. 

McClanahan, T. and K. McEntee. 1984. Specific transcripts are elevated in 
Saccharomyces cerevisiae in response to DNA damage. Mol Cell. Biol 4, 2356-2363. 

McClanahan, T. and K. McEntee. 1986. DNA damage and heat shock dually regulate 
genes in Saccharomyces cerevisiae. MoL Cell Biol 6, 90-96. 

Maga, J. A., T. McClanahan and K. McEntee. 1986. Transcriptional regulation of DNA 
damage responsive (DDR) genes in different xad mutant strains of Saccharomyces 
cerevisiae. Mol Gen. Genet 205, 276-284. 

Williams, G.T., T. K. McClanahan and R. I. Morimoto. 1989. El a transactivation of 
the human HSP70 promoter is mediated through the basal transcriptional complex. Mol 
Cell Biol 9,2574-2587. 

Williams, G.T., T. K- McClanahan and R. I. Morimoto. 1990. Multiple regulatory 
pathways of human HSP70 gene transcription. In Recombinant Systems In Protein 
Expression (K. K. Alitalo, M.-L. Huhtala, J. Knowles and A. Vaheri, eds.). 

McClanahan, T., S. Dalrymple, M. Barkett and F. Lee. 1993. Hematopoietic growth 
factor receptor genes as markers of lineage commitment during in vitro development of 
hematopoietic cells. Blood 81, 2903-2915. 

Hannum, C, J. Culpepper, D. Campbell, T. McClanahan, S. Zurawski, J. F. Bazan, R. 
Kastelein, S. Hudak, J. Wagner, J. Mattson, J. Luh, G. Duda, N. Martina, D. Peterson, S. 
Menon, A. Shanafelt, M. Muench, G. Kelner, R. Namikawa, D. Rennick, M.-G. 
Roncarolo, A. Zlotnik, O. Rosnet, P. Dubreuil, D. Birnbaum and F. Lee. 1994. Ligand 
for FLT3/FLK2 receptor tyrosine kinase regulates growth of haematopoietic stem cells 
and is encoded by variant RNAs. Nature 368, 643-648. 

Gassmaim, M., M. Wartenberg, T. McClanahan, J. Fandrey, S. Bichet, R. Kreuter, H. 
Acker and C. Bauer. 1995. Differentiating embryonic stem cells as an in vitro model of 
early erythropoiesis. Toxic, in Vitro 9, 429-438. 

M. J. Guimaraes, F. Lee, A. Zlotnik and T. McClanahan. 1995. Differential display by 
PCR: novel findings and applications. Nucl Acids Res. 23, 1832-1833. 

M. J. Guimaraes, J. F. Bazan, A. Zlotnik, M. V. Wiles, J. C. Grimaldi, F. Lee and T. 
McClanahan. 1995. A new approach to the study of haematopoietic development in the 
yolk sac and embryoid bodies. Development 121, 3335-3346. 
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D'Andrea, A., C. Chang, K. Franz-Bacon, T. McClanahan, J. H. Phillips and L. L. 
Tinier, 1995. Molecular cloning of NKB1: a natural killer cell receptor for HLA-B 
allotypes. J. Immunol 155,2306-2310. 

Shibuya, A., D. Campbell, C. Hannum, H. Yssel, K. Franz-Bacon, T. McClanahan, T. 
Kitamura, J. Nichotl, G. R. Sutherland, L. L. Lanier and J. H. Phillips. 1996. DNAM-1, 
a novel adhesion molecule involved in the cytolytic function of T lymphocytes. Immunity 
4(6), 573-581. 

Hardiman, G., S. Albright, J. Tsunoda, T. McClanahan and F. Lee. 1996. The mouse 
Wnt-lOB gene isolated from helper T cells is widely expressed and a possible oncogene 
in BR6 mouse mammary tumorigenesis. Gene 172 (2), 199-205. 

McClanahan, J. Culpepper, D. Campbell, J. Wagner, K. Franz-Bacon, J. Luh, J. 
Mattson, S. Tsai, J. Luh, J. Guimaraes, J. Mattei, O. Rosnet, D. Birnbaum and C. 
Hannum. 1996. Biochemical and genetic characterization of multiple splice variants of 
the Flt3 ligand. Blood 88 (9), 3371-3382. 

Kobayashi, N., T. K- McClanahan, J. R. Simon, J. M. Treger and K. McEntee. 1996. 
Structure and functional analysis of the multistress response gene DDR2 from 
Saccharomyces cerevisiae. Biochem. Biophys. Res. Commun. 229 (2), 540-547. 

Rossi, D. L„ A. P. Vicari, K. Franz-Bacon, T. K. McClanahan and A. Zlotnik. 1997. 
Identification through bioinformatics of two new macrophage proinflammatory human 
chemokines: MIP-3alpha and MIP-3beta. J. Immunol. 158(3), 1033-1036. 

Adema, G. J., F. Hartgers, R. Verstraten, E. de Vries, G. Marland, S. Menon, J. Foster, Y. 
Xu, P. Nooyen, T. McClanahan, K. B. Bacon and C. G. Figdor. 1 997. A dendritic-cell- 
derived C-C chemokine that preferentially attracts naive T cells. Nature 387 (6634), 713- 
717. 

Bolin, L. M, T. McNeil, L. A. Lucian, B. DeVaux, K. Franz-Bacon, D. M. Gorman, S. 
Zurawski, R. Murray and T. K. McClanahan. 1997. HNMP-1 : a novel hematopoietic 
and neural membrane protein differentially regulated in neural development and injury. 
J. Neuroscl 17 (14), 5493-5502. 

Guimaraes, M. J., T. McClanahan and J. F. Bazan. 1997. Application of differential 
display in studying developmental processes. Methods Mol Biol 85, 175-194. 

Greaves, D. T., W. Wang, D. J. Dairaghi, M. C. Dieu, B. Saint-Vis, K. Franz-Bacon, D. 
Rossi, C. Caux, T. McClanahan, S. Gordon, A. Zlotnik and T. J. Schall. 1997. CCR6, a 
CC chemokine receptor that interacts with macrophage inflammatory protein 3alpha and 
is highly expressed in human dendritic cells. J. Exp. Med. 1 86 (6), 837-844. 

Marland, G., F. C. Hartgers, R. Veltkamp, M. F. Konigswieser, D. Gorman, T. 
McClanahan, C. G. Figdor and G. J. Adema. 1997. Analysis of dendritic cells at the 
genetic level. Adv. Exp. Med. Biol. 417/443-448. 
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Halfon, S., J. Ford, J. Foster, L. Bowling, L. Lucian, M. Sterling, Y. Xu, M. Weiss, M. 
Ikeda, D. Liggett, A. Helms, C. Caux, S. Lebeque, C. Hannum, S. Menon, T. 
McClanahan, D. Gorman and G. Zurawski. 1998. Leukocystatin, a new Class II 
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16408. 
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McClanahan, A.P. Vicari and A. Zlotnik. 2000. Identification of a novel CC chemokine 
(CCL28) which binds CCR10 (GPR2). J. Biol Chem. 275 (29), 223 13-22323. 

A. Cerwenka, A.B. Baker, T. McClanahan, J. Wagner, J. Wu, J.H. Phillips and L.L. 
Lanier. 2000. Retinoic acid early inducible genes define a ligand family for the 
activating NKG2D receptor in mice. Immunity 12 (6), 721-727. 

Muller, A., B. Homey, H. Soto, N. Ge, D. Catron, M.E. Buchanan, T. McClanahan, E. 
Murphy, W. Yuan, S.N. Wagner, J.L. Barrera, A. Mohar, E. Verastegui and A. Zlotnik. 
2001. Involvement of chemokine receptors in breast cancer metastasis. Nature 410, 50- 
56. 
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in hypersensitivity pneumonitis. J. Leukoc. Biol 70 (4), 610-161. 
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technology. Genome Biology 3 (5), 1-13. 
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mediated Th2 cell development. J. Immunol 168 (9), 4538-4545. 
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genes in the fungus Aspergillus Jumigatus. Fungal Genet. Biol, 36 (1), 59-70. 

Soumelis, V., P.A. Reche, H. Kanzler, W. Yuan, G. Edwards, B. Homey, M. Gilliet, S. 
Ho, S. Antonenko, A. Lauerma, K. Smith, D. Gorman, S. Zurawski, J. Abrams, S. 



-5- 



PAGE 21/23 ' RCVD AT 1/29/2004 12:55:06 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-1/0 * DNIS: 8729308 * CSID:908 298 5405 * DURATION (mm-ss): 07-10 



01/29/04 14:04 FAX 908 298 5405 SCHERING-PLOUGH @ 022 



Menon, T. McClanahan, R. de Waal Malefyt, F. Bazan, R.A. Kastelein and Y.J. Liu. 
2002. Human epithelial cells trigger dendritic cell mediated allergic inflammation by 
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and K.W. Moore. 2002. A receptor for the heterodimeric cytokine 11X23 is composed of 
IL-12Rbeta and a novel cytokine receptor subunit, IL-23R. J. Immunol 1 68(1 1), 5699- 
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